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In the Claims: 



This listing of claims will replace all prior versions, and listings, of claims in the 



application: 



1-17. (Cancelled) 

1 8. (Previously Presented) A method of treating cancer comprising administering a 
therapeutically effective dose of a compound having the structure of: 



wherein 
Ri is benzyl or halobenzyl; 

R 2 is chosen from ethyl and propyl; 

is hydrogen; 

R.3 is substituted phenyl; 

R4 is (CH 2 ) m OH or (CH 2 ) P R16 wherein m is 2 or 3 and p is 1-3; 

Rs is hydrogen; 

R$ is hydrogen; 

R7 is halo; 

R3 is hydrogen; 
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Ri$ is chosen from amino, propylaottitto, and azetidiiiyli 

or a phaimaceutically acceptable salt of any of the foregoing compounds, 
wherein said therapeuticaUy effective dose is an amount effective to inhibit KSR 

1 9. (Original) A method according to claim 1 8 wherein the stereogenic center to 
which R 2 and R 2 - are attached is of the R configuration. 

20-64. (Cancelled) 

65. (Previously presented) The method of claim 1 8, wherein 
Ri is benzyl; 

R z is isopropyl; 
R 2 J is hydrogen; 
Rs is p-tolyl; 
R4 is 3-aminopropyl; 
R 5 is hydrogen; 
R$ is hydrogen; 
R 7 is chloro; and 
Rs is hydrogen. 

66. (Cancelled) 

67. (Previously Presented) A method of treating cancer comprising 
administering a therapeutically effective dose of a compound having the structure of: 
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wherein 

Ri is benzyl; R 2 is ethyl; R 2 > is hydrogen; R 3 is p-tolyl; R* is 3-(isopropylamino)propyl; 
R5 ? R<> ? and Rs axe hydrogen; and R 7 is chloro; 

Ri is p-chlorobenzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-bromophenyl; R4 is 2- 
(diraethyiamino)ethyi; R 5> and R 8 are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 3-(dimethylamino)propyl; 
R 5 > R<$, and Rs are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 3-axainopropyl; R 5 , R&, 
and Rft are hydrogen; and R7 is chloro; 

Ri is m-methoxybenzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-tolyl; R4 is 3~ 
aminopropyl; R5, R$ 7 and R$ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R4 is 3-aminopropyl; 
Rs, R$ 3 and Rg are hydrogen; and R 7 is chloro; 

R] is benzyl; R 2 is isopropyl; R 2 9 is hydrogen; R3 is p-tolyl; R4 is 3-aminopropyl; Rs 3 
R^ ? and Rg are hydrogen; and R 7 is chloro; 

R x is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is azetidin-3-ylmethyl; R 5 , 
R<$> and R$ are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 2-aminoethyl; Rs, Re, and 
Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 7 is hydrogen; R 3 is p-bromophenyl; R4 is 2-amraoethyl; R 5 , 
R$, and R$ are hydrogen; and R 7 is chloro; 
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Rj is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R4 is 3-aminopropyl; R5, 
and R* are hydrogen; and R 7 is chloro; 

K x is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 2-(methylamino)ethyl; Rs, 
R<k and R$ are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; is hydrogen; R* is p-bromophenyl; R4 is 3- 
(methylamino)propyl; R 5? R*> and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-bromophenyl; R4 is 2- 
(methylaxrino)ethyl; R$, R* ? and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R* is p-tolyl; R4 is azetidin-2-ylmethyl; R5, 
R* ? and R$ are hydrogen; and R 7 is chloro; 

Rt is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R; is 3-aminopropyl; 
R 5 , R* 7 ^d R« are hydrogen; and R 7 is chloro; 

Ri is benzyl; R z is metiiylsulfmylmethyl; R 2 * is hydrogen; R 3 is p-tolyl; R4 is 3- 
aminopropyl; K^, R<s> and R& are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R4 is piperidin-3-ylmethyl; R5, 
and R$ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; is p-tolyl; R4 is 3-aminopropyl; R 5 > R<$, 
and R$ are hydrogen; and R 7 is fluoro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; Rt is 2- 
(dimethylamino)ethyl; R 5 , R<>> and R$ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; Bo is p-tolyl; R4 is 2-arainoethyl; R 5? R? 
and Rg are hydrogen; 

Rt is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R» is piperidin-2-yl; R 5 , Re, and 
Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-bromophenyl; R4 is 4-aminobutyl; R 5 > 
R 6 , and Rg are hydrogen; and R 7 is chloro; 

Rx is m-chlorobenzyl; R2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R4 is 
2-(dimethylanaino)ethyl; R 5> R5, and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; is ethyl; R 2 7 is hydrogen; R 3 is p-bromophenyl; R4 is 
2-(dimethylamino)ethyl; R 5 , Rj, and Rs are hydrogen; and R 7 is chloro; 
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Rt is benzyl; R 2 is ethyl; R 2 * is hydrogen; R 3 is p-tolyl; R4 is 2-(piperidin-l-yl)ethyl; 
R5, R^ and Rs are hydrogen; and R? is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R 3 is p-tolyl; R4 is 2-(imidazol-3-yl)ethyl; R 5 , 
R^ and Rs are hydrogen; and R? is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-tolyl; R4 is pyrrolidin-3-ylmethyl; Rs, 
Re, and R$ are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R; is 
2-(dietfcylanrino)ethyl; R 5? R*, and are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 7 is hydrogen; R 3 is p-tolyl; R4 is 2-(dimethylamino)ethyl; 
R 5? R* ? and R$ are hydrogen; and R 7 is chloro; 

R x is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-chlorophenyl; R4 is 
2-(dimethylamino)ethyI; R 5 , R<s 9 and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R 3 is p-tolyl; R4 is 4-aminobuiyl; R 5? R$ ? and 
Rs are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R^' is hydrogen; R 3 is p-tolyl; R4 is pyiT0lidin-2~ylmethyl; R 5 , 
R^, and R$ are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R4 is 3-(a^etidin-l-yl)propyI; 
Rs 7 R^ ? and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 7 is hydrogen; R3 is p-tolyl; R4 is 2-(pyrrolidin-l-yl)ethyl; 
Rs, R<5, and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R 3 is p-tolyl; R4 is 3-(pyrrolidin-l-yI)propyl; 
R5, R*, and R$ are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 7 is hydrogen; R 3 is p-bromophenyl; R4 is 3- 
(dimethylamino)propyl; R 5 , R^ 5 and R$ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is propyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R4 is 2- 
(dimethylamino)ethyl; R 5 , R*, and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R* is 2-(pyrrolidin-l- 
yl)ethyl; Rs, R^ and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R4 is 3-(pyrrolidin-l- 
yi)piopyl; R5, Re, and Rg are hydrogen; and R 7 is chloro; 
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Ri is benzyl; R 2 is ethyl; R 2 J is hydrogen; R 3 is p-tolyl; R4 is piperidin~4-ylmethyl; Rs, 
R^ ? and are hydrogen; and R 7 is chloro; 

Ri is benzyl; R2 is methylsulfinylethyl; R 2 J is hydrogen; R3 is p-tolyl; R4 is 3- 
aminopropyl; R5, Re, and Rg are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R4 is 3-(piperidin-l-yl)propyl; 
Rs, R$, and Rg are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is benzyl; R 2 ' is hydrogen; Rj is p-tolyl; R4 is 3-aminopropyI; Rs, Re, 
and R§ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R/ is hydrogen; R3 is p-bromophenyl; R4 is (N- 
ethy!pyxrolidin-2-yl)methyl; R 5 , R* 7 and Rg are hydrogen; and R 7 is chloro; 

Ri is ben2yl; R 2 is ethyl; R 2 T is hydrogen; R3 is p-tolyl; R4 is 3-piperidinyl; R 5 , R& and 
Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 4-piperidinyl; R 5 , Rg, and 
Re are hydrogen; and R 7 is chloro; 

Ri is p-chloxobenzyl; R 2 is ethyl; R 2 * is hydrogen; R 3 is p-bxoraophenyl; R4 is 2- 
(dimethylamino)ethyl; Rs, R&, and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R4 is 2,2-dimethyl-3- 
(dimethylamino)propyl; R$, R$ ? and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R4 is 5-aminopentyl; 
R5, R& and Rg axe hydrogen; and R 7 is chloro; 

R] is benzyl; R 2 is ethyl; R 2 7 is hydrogen; R 3 is p-tolyl; Rt is 3-(dimethylamino)propyl; 
R 5j and Rs are hydrogen; and R 7 is fluoro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R4 is 3-(2- 
methylpiperidin-l-yl)propyl; R5, R*. and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R* is 2-(dimethyiamino)ethyl; 
Rs, R^y and Rs are hydrogen; and R 7 is fluoro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R4 is 2-(N- 
methylpyrrolidin-2-yl)ethyl; R 5 , R^ and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R/ is hydrogen; R3 is p-trifluoromethylphenyl; R4 is 3- 
(dimethylamino)propyl; Rs, Rs 7 and Rg are hydrogen; and R 7 is chloro; 
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Ri is benzyl; R 2 is ethyl; R/ is hydrogen; R 3 is p-bromophenyl; R4 is 3- 
(diethylaaiino)propyl; R$, R*, and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R4 is 3-(N- 
methylpiperazin-l-yl)propyl; R 5 , R*, and Ra are hydrogen; and R? is chloro; 

Ri is benzyl; R 2 is 4-(CBZ)aminobutyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 3- 
aminopropyl; Rs, R$, and Rg are hydrogen; and R7 is chloro; 

Ri is bemyl; R^ is ethyl; is hydrogen; R3 is p-bromophenyl; R4 is 
aminoethoxyethyl; and Rg are hydrogen; and R 7 is chloro; 

Ri is benzyl; R2 is ethyl; R 2 ' is hydrogen; R3 is 2-naphthyl; R4 is 2- 
(dimethylamino)ethyl; Rs> R$, and R$ are hydrogen; and R 7 is chloro 

R a is ben2yl; R 2 is cyclohexylmethyl; R 2 ' is hydrogen; R3 is p-tolyl; R4 is 3- 
aminopropyl; R 5 » R& and Rs are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-bromophenyl; R4 is 2-(piperidin-l- 
yl)ethyl; Rs, R^ and R$ are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R 3 is p-tolyl; R4 is 3-hydroxypropyl; R 5 , Re, 
and R$ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p~fluorophe&yl; R* is 2- 
(dimethylamino)ethyl; R$ ? and Rs are hydrogen; and R7 is chloro; 

R x is benzyl; R 2 is ethyl; R 2 7 is hydrogen; R 3 is p-bromophenyl; R4 is 6-aminohexyl; 
R 5 , R$ ? and R5 are hydrogen; and R 7 is chloro; 

R t is benzyl; R 2 is ethyl; R 2 T is hydrogen; R 3 is p-tolyl; R* is 2-(dimethylamino)ethyl; 
Ri, R 7> and R3 are hydrogen; and R* is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 * is hydrogen; R3 is p-bromophenyl; R4 is 2- 
(dimethylamino)ethyl; Rs, R$ ? and R$ are hydrogen; and R 7 is fluoro; 

Ri is benzyl; R 2 is methyl; R 2 ' is hydrogen; R 3 is p-bromophenyl; R4 is 2-aminoethyl; 
R 5 , R<j 5 R 7 and Rs are hydrogen; 

Ri is benzyl; R 2 is ethyl; R 2 > is hydrogen; R3 is p-tolyl; R4 is 2-(dimethylamino)ethyl; 
Rs, R* 3 and R 7 are hydrogen; and Rs is chloro; 

Rj is benzyl; R 2 is ethyl; R/ is hydrogen; R 5 is p-bromophenyl; R4 is 2- 
(dimethylamino)ethyl; R$, R 7 , and R* are hydrogen; and R5 is chloro; 
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Ri is benzyl; R^ is aminobutyl; R 2 ' is hydrogen; R 3 is p-tolyl; R4 is 3-aminopropyl; R 5 , 
R$, and R$ are hydrogen; and R 7 is chloro; 

Ri is benzyl; R 2 is ethyl; R 2 ' is hydrogen; Ra is p-tolyl; R4 is 2-(dimethylamino)ethyl; 
R 5 and R$ are hydrogen; and R^ and R7 are fluoro; 

Ri is m-tolyl; R 2 is ethyl; R 2 ' is hydrogen; R3 is p-bromophenyl; R4 is 2- 
(dimethylamino)e£hyl; Rs ? R$, and Rg are hydrogen; and R7 is chloro; 

Ri is benzyl; R 2 is ethyl; R2 7 is hydrogen; R3 is p-bromophenyl; R4 i$ 2- 
(dimethylamino)ethyl; R5 and Rg are hydrogen; and R$ and R7 are fluoro; or 

Ri is benzyl; R 2 is ethyl; R2 is hydrogen; R 3 is p-bromophenyl; R4 is 2-carboxyethyl; 
R 5 , R$ , and R g are hydrogen; and R 7 is chloro, 

or apharraaceutically acceptable salt of any of the foregoing compounds, 
wherein said therapeutically effective dose is an amount effective to inhibit KSP. 



substituted with one or more halo, lower alkyl, lower alkoxy, nitro, carboxy, methylenedioxy, 
or trifluoromethyl. 



68-75- (Cancelled) 



76. 



(Previously Presented) 



The method of claim 18, wherein R3 is phenyl 



77-81. (Cancelled) 



82. 



(Previously Presented) 



The method of claim 18, wherein said salt is a 



mesylate. 



83. 



(Cancelled) 



stereogenic 



84. 



(Previously Presented) A method according to claim 67 wherein the 
center to which R2 and R 2 > are attached is of the R configuration. 
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85. (New) A method of inhibiting mitosis in a cell comprising contacting the cell 
with a compound chosen from the group consisting of: 




wherein: 

Ri is chosen from hydrogen, alkyl, axyl, alkylaryl, heteroaryl, alkylheteroaryl, substituted 
alkyl, substituted axyl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

and R^ are independently chosen from hydrogen, alkyl, and substituted alkyl; 

Re is chosen from hydrogen, alkyl, aryL, alkylaryl, heteroaryl, alkylheteroaryl, substituted 
alkyl, substituted aryl, substituted alkylaryl ? substituted heteroaryl, substituted 
alkylheteroaryl, and R15NH- 

R 3 > is chosen from hydrogen, alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted 
alkyl, substituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

- 10- 
PAGE 1 1/1 3 * RCVD AT 4/8/2004 5:58:48 PM [Eastern Daylight Time] * SVR:USPTO-EFXRF-1/0 * DNIS:8729306 » CSID:2024084400 * DURATION (mm-ss):03-14 



APR. 8.2004 2:56PM DC OF F I C E20 24084400 



NO. 877 P. 12 



US. Application No. 09/724.778 
Attorney Docket Number 09367.0018-06000 

(formerly CYTOP00901) 

Ry is chosen from alkyl, aryL, alkylaryi heteroaryl, alkylheteroaryl, substituted alkyl, 
substituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

R4 is chosen from hydrogen, alkyl, aryl, alkylaxyl, heteroaryl, alkylheteroaryl, substituted 
alkyl, substituted aryl, substituted atkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl; 

Rs, R<5, R7 and Rs are independently chosen from hydrogen, alkyl, alkoxy, halogen, 
fluoroalkyl, nitro> dialkylamino, alkylsulfonyl, alkylsulfonamido, sulfonamidoalkyl, 
sulfonamidoaryl, alkylthio, carboxyalkyl, carboxamido, aminocarbonyl, aryl and heteroaryl; 
and 

R l5 is chosen from alkyl, aryl, alkylaryl, heteroaryl, alkylheteroaryl, substituted alkyl, 
substituted aryl, substituted alkylaryl, substituted heteroaryl, and substituted 
alkylheteroaryl. 

86. (New) The method of claim 85 wherein Ri is an optionally substituted aryl group. 

87. (New) The method of claim 85 wherein is hydrogen and R2 is hydrogen^ lower 
alkyl or substituted lower alkyl. 

88. (New) The method of claim 85 wherein R 3 is R15NH-. 

89. (New) The method of claim 85 wherein R 3 is optionally substituted aryl. 

90. (New) The method of claim 85 wherein Ry is substituted phenyl. 

91 . (New) The method of claim 85 wherein R4 is optionally substituted alkyl. 
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